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NAME 
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NAME 
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DIALOG (R) File 5:Biosis Previews (R) 
(c) 2001 BIOSIS. All rts. reserv. 

11848686 BIOSIS NO.: 199900094795 , ^ • 

Tarqetinq of A B7-1 (CDSO) immunoglobulin Gl (IgG fusion 

protein to acute myeloid leukemia (AML) blasts increases their 
costimulatory activity for autologous remission T cells. 
AUTHOR- Willinqer T; Thiel E; Notter M , , 

ZhOr'aDDRESS? De^. Hematol. Oncol., Lab. Applied Cell. Mol. Immunol., 

Universitaetsklin. Benjamin Franklin, Ber-Germany 
JOURNAL: Annals of Hematology 77 (SUPPL. 2) :pS112 1998 

SfERENCE/MEETING: Annual Congress of the German and Austrian Societies 
Hematology and Oncology Frankfurt, Germany October 25-28, 1998 
SPONSOR: Austrian Society of Hematology and Oncology 
ISSN: 0939-5555 
RECORD TYPE: Citation 
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DIALOG (R) File 5:Biosis Previews (R) 
(c) 2001 BIOSIS. All rts. reserv. 

SfEK HC mStI^C: Totfrn^ai Setin.i/the^^erican Society of 
hematology Miami Beach, Florida USA December 4-8, 1998 
SPONSOR: The American Society of Heamatology 
ISSN: 0006-4971 
RECORD TYPE: Citation 



IIHIQ (Item 20 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
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12028015 BIOSIS NO.: 199900308534 

induction of therapeutic T-cell immunity by tumor targetxng wxth 
soluble recombinant B7-immunQglobulin costimulatory 
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of SsO Tb7-1) and CD86 (B7-2) costimulatory molecules m tumor 

cells Llproven to be an efficient way to enhance their xmmunogenxcity. 

SJii! we studied the effects of tumor targeting wxth bxotxnylated 

recombinant soluble B7-1- and B7-2 immunoglobulin G 

mSeSies (bio-B7-IgG) using a pretargeting approach based on the 

sSuentiSl use of a^biotinylated antitumor monoclonal antxbody and 

3n! Mouse RMA T-lymphoma cells bearing -t^-^^-'f -i-^3^^,°Lh are 

h;o-R7-2-IaG on their surface prime xn vxtro naxve CD8+ CTLs, wnxcn are 

Siqhfy effective in adoptive iLunotherapy, and induce therapeutxc 

^i^Siity when injected in tumor-bearing animals. In vxvo targetxng 

ores^ablished RMA tumors with bio-B7-IgG either cures tumor 

-beSSng mice ofsignificantly prolongs their survival The antxtumor 

reSpoise induced by'targeted bio-B7-IgG depends on both CD4. and CD8. T 

r^f^nc; Moreover, tumor targeting wxth bxo-B7-IgG xn vxvo xs 

critical Sr bott^pansion in lymphoid organs and mobxlxzatxon xnto the 

tumor of tumor-specific CD8+ CTLs. When targetxng xs _ 

formed on poo?ly immunogenic TS/A maimnary adenocarcxnoma only 

Mo-B7-?-IgG primes naive CTLs in vitro and cures or sxgnxf xcantly 

nrolonas the survival of tumor-bearing mice in vivo, confirming 

?Jat ^hJ twS costimulatory molecules are not redundant wxth thxs 

t^or Altogether, these data suggest that tumor avxdxnatxon 

and targeting with soluble bio-B7-IgG may represent a 
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Steroids as regulators of the mammalian immune response. 

AUTHOR: Daynes Raymond A{a) ; Araneo Barbara A; Hennebold Jon; Enioutina 

Elena; Mu Hong Hua , ^ ^ ... on- t^v^ r^^^r ht 
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ABSTRACT: The mammalian immune system is multicellular in composition, and 
its proper function requires careful control over complex developmental 
pathways and many distinct types of effector responses. Numerous 
overlapping mechanisms of intercellular communication are needed to 
accomplish the tasks of proper regulation of the diverse cell types that 
constitute this essential protective system. One mechanism occurs by 
direct cell-to-cell contact through the interaction of _ 
membrane-associated molecules. Examples of this type of communication 
include the interaction that takes place between the antigen-specif ic 



T-cell receptor and the foreign peptides that are bound to maDor 
Lstocompatibility complex molecules, as well as costimulatory molecule 
?i?e?ac?ions with'^thei? specific ligands expressed on antigen-present.ng 
cells (e.g., CD28 and B7-1 or B7-2) . A second mechanism 
occurs thL^gh the production, secretion, and activities of soluble 
meSia?o^s collectively known as the cytokines. The cytokines are 
repiese^?;d by a large'^and diverse group of molecules that are produced 
by a wide variety of cell types. Unique species of cytokines bind to 
sLcific membrane-associated receptors on target cells, inducing the 
ac?itation of particular signal-transduction pathways. These processes 
subsequently lead to the diversity of cytokine-linked changes in cellular 
DhvJioloqy Some of the cytokines exert their influences m vxvo 
SfenSrine routes, although it is far — , /^^/^Jf ^J^^^^J^, 
communication via cytokines to occur microenvironmentally via paracrine 
or autocrine pathways. The object of this review is to provide 
evidence supporting the concept that one mechanism ';'PStream 
reaulation of cytokine production by immunocompetent cell types is 
controlled by the regulatory activities of various steroid hormones 
sSin v!ria?ion in Susceptibility to infectious agents, the condition of 
immunosenescence, and the processes that control the development of 
common mucosal iimunity are used as examples of immune mechanisms that 
may be under steroid hormone control. 
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ABSTRACT- In 1994, an estimated 12,700 new cases of multiple myeloma (MM) 
win be dLgnosed in the USA and 9,800 patients will die from this 
disease At present, a cure for MM has not been achieved with any 
ciemo?herapeutic regimen. Therefore, it is ^-P-^ant to develop novel 
therapeutic approaches to treat this fatal disease. This review 
focuseSon new concepts in the iimnunotherapy of MM. Thus far, interferons 
fnd an?i-human interleukin (IL)-6 monoclonal antibodies (MAbs) have been 
used to treat patients with this disease. Bone narrow 
transolantation using autologous marrow purged with MAbs and 
compS^t? iith anti-myeloma immunotoxins (ITs) , or MAb-magnetic bead 
conjugates has been reported. Adoptive cellular therapy, in vivo 
with anti-CD3 and IL-2, as well as transplantation of purified 
autologous CD34. peripheral blood stem cells, is now ^eing evaluated in 
clinical trials. Antihuman IL-5 receptor (IL-6R) and anti-CD54 (ICAM 1) 
MAbs have shown promising results in the therapy of ^uman myeloma cell 
lines in SCID mice, while an IL-6 antagonist protein, anti-gpl30 MAbs, 
recombinant soluble gpl30, anti-B7, antiHLA-DR, and 
recombinant soluble CD16 also inhibit the growth 

lines in vitro. These experimental therapeutic modalities hold promise 
for use in humans and may also provide further insights into the 
pathogenesis of MM. 
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LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

Antiaen-specific T-cell activation depends initially on the interaction 
of ?he ^-celfieceptor with peptide/major histocompatibility complex (MHC) . 
in addition! a cos?imulatory signal, mediated by distinct cell surface 
accessory molecules such as CD28, is required for complete T-cell 
actlvaSon one essential element of the CD28 costimulatory system that 
makelii an attractive target for immunotherapy is the selective effect of 

antagonists on activated T cells. 0-^^ . -^^^nSnS'Sfirb^' 
oresenting cells (APCs) without the appropriate CD28 ligand will De 
lendlTed functionally inactive as desired for any next-generation 
iJi^unoLppressive drug. This brief review will focus on the role of 
iZT/Bl interactions in regulating organ graft rejection. In vitro 
and in vivo studies will describe the use of a soluble 
fusion protein antagonist of CD28/B7 (CTLA-4Ig) , anti- 
B7 Ss and genetically altered CD28 -knockout' mice to study immune 
resSs;s ^hfstudies Lggest that: 1) CTLA-4Ig -^^//^^^^J™^ 
specific unresponsiveness in vivo; 2) two distinct ligands for CD28, 
Bl-Tlnd B7-2, are differentially regulated during immune responses; and 3) 
both B7-1 and B7-2 costimulatory molecules are active, in vivo, 
although B7-2 plays a clearly dominant role m murine allograft rejection. 
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"'-mediated costimulation can either provoke or prevent clinical 
manifestations of experimental allergic encephalomyelitis 
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iZnne Cell Biology Program, Naval Medical Research Institute, Mail Stop 
06,Bethesda, MD 20889-5607 United States 

Mnologic Research ( IMMUNOL. RES. ) (Switzerland) 1995, 14/3 
(189-199) 

CODEN: IMRSE ISSN: 0257-277X 
DOCUMENT TYPE: Journal; Review 
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T-cell activation requires signalling provided by ligation of the T-cell 

receptor for antigen (TCR) and a second --^1^- ^^^^^PJ^jf ^B7-^ 
known as costimulation. The B7 , receptors, CD80(B7-1) and CD86(^ 
the Ag-presenting cell (APC) , interact with T-cell CD28 or CTLA 4 to 
deliver'^a costimulatory signal, which is Particularly important for Thl 
activation. Experimental allergic encephalomyelitis (EAE) is an 
autoimmune disorder, induced by Thl cells directed against myelin 
antigens that provides an in vivo model for studying the role of 
B?-med?ated costimulation in the induction of a pathological immune 
response. Using a soluble fusion protein ligand for the 
B7 receotors, as well as specific monoclonal antibodies specific for 
either ?D?5 ;r\D86, it ha^ been demonstrated that B7 costimulation plays . 
prominent role in determining clinical disease outcome J^AE. Here we 
review recent data indicating that a paradoxical exacerbation of 
dTslTse as well as the expected amelioration of disease can occur with 
costimulatory receptor blockade. 
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Lditionfl costimulaLry signals mediated by --"f J ^^i^^^^^^^ 
CD28 blocking the binding of CD28 on T cells to its-ligand B7, 
Sur^;g T?R engagement, might modulate transplantation responses . 
Usina a soluble fusion protein of human CTLA4, CTLA4 Ig, 
li:^\ln£^Bl with high^ffinity inhibition of human pancreatic 
islet rejection that occurs, at least in P^^^, by affecting T cell 
recognition of human B7sup + antigen-presenting cells '^^^^^f" . 
demonstrated. In addition, CTLA4-Ig induces long-term, donor specific 
unresponsiveness . 
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Fusion proteins (chimeric proteins)... ^ effects of 

CTLA-4Ig, fusion protein with CTLA 4 ^^^^^en ana g^ 

CTLA-4 (antigen) . effects of inhibition of 

rTTZX-4Ta fusion protein with IgG and, errecT:^ o-nii 
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Basement ^^f>^^^l-y.^ . inhibition of co-stimulatory signals in CD28-B7 
t^lTolroL :"raraStoi2;ine\nti-glomerular basement membrane 

glomerulonephritis 

Immune complexes inhibition of co-stimulatory signals in CD28-B7 

ac't!;; :"rat%utoimmune anti-glomerular basement membrane 
glomerulonephritis and inhibition of deposition of 

Immunoglobulins. collagen; effects of inhibition of 

c°o-s?iSSlator5 iignaL in CD28-B7 if eraction on r ^ autoinunune 
anti-glomerular basement membrane glomerulonephritis 

Collagens, biological studies. .. inhibition of co-stimulatory 

biSment »e»brane <,lo»erulonephritis a„a inhibition of 
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ABSTRACT- The identification of both class I- and class Il-restricted 
ti^r-associated peptides recognized by T cells has led to the test 
ITtlese peptides as immunogens in experimental immunotherapy for 
cancer patients. However, optimal T cell activation ^^^^^^^^ 
sianaling both through the T cell receptor for antigen and through 
coSi!atory pathways. B7 . 1 and B7.2 are powerful costimulatory 
molecules expressed on the surface of antigen-presenting cells Using a 
moi^e i:de!?'we have sought to optimize costimulatory signals during 
antipeptide responses by administering a soluble form of B7 2 
at tL time of peptide immunization. Administration of B7 2lg 
fusion protein significantly enhanced T helper cell and CTL 
responses. These findings suggest that soluble forms of human 
B?! protein may provide a straightforward and practical method of 
IIppi?Ing optimal costimulation during clinical immunotherapy. 



